Recently, Kase (1-2) put forward the remarkable hypothesis that the development of tolerance to morphine is due to the changes of blood-cerebrospinal fluid-barrier.
However, since his experiments were done only with the antitussive effects of morphine it seemed worthwhile to investigate whether his hypothesis is applicable to other effects of morphine,
The male white mice of ddO strain weighing about 20 g were used in these experiments.
Mor phinized mice were made 1) by subcutaneous injections of morphine twice daily in increasing dose from 20 mg/kg to 80 mg/kg body weight or 2) by intracisternal injections of morphine daily increas ing dose from 50 ug/kg to 150 ug/kg for 2 weeks. The control groups were given injections of saline for the same period.
Electroshock seizures were induced by applying 60 cps current of 15 mA for 0.2 sec to conjunc tive sacs of mice. Metrazol shock was produced by injecting 60 mg/kg of Metrazol intraperitoneally into animals. Intracisternal injections were made as described by Horlington and Lockett (3). Anal gesia was measured by both the D'Amour-Smith method and electric stimulation method. In the first experiments, both control and subcutaneously morphinized mice were subjected to the Metrazol or electroshock. Twenty-four hours after the convulsion the analgesia caused by 5 mg/kg of subcutaneous morphine was evaluated.
Differed from Kase's results, the convulsions produced by Metrazol or electroshock have effect neither on the analgesic action of morphine in control groups nor on the tolerance developed in morphinized groups.
In the next experiments, three groups of mice received subcutaneous injections of 5 mg/kg or intracisternal injections of 30 beg/kg of morphine. These doses were enough to produce complete analgesia in normal animals.
The results summarized in Table 1 show that both morphinized animals also had been tolerant to the analgesic effect of morphine administered by intracisternal route as well as that administered by subcutaneous route. 
